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(54) NF-KAPPA B ACTIVATION INHIBITOR 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject 
inhibitor having an NF- K B activation inhibitory 
activity and useful as a treating agent of an 
inflammatory disease, an autoimmune disease, a virus 
disease, a cancer, etc., by containing a specific 
indolocarbazole derivative. 
SOLUTION: This NF- K B activation inihibitor 
contains a compound of formula I [R1 and R2 are 
each NHS02R3. NHC(=S)NR4R5, NHC(=0)NR6R7, 
NHC(= X)R8 or NHC(=X')OR9. or one of R1 and R2 is 
CO(CH2)jR10 or the like, and another one expresses 
H, a lower alkyl, a halogen, formyl, nitro or the like). 
The compound of formula I is obtained by reacting a 
compound of formula II (Y is H or a protecting group) 
with a carboxylic acid activated ester obtained from 
R3S02CI, etc., in the presence of a base in a solvent 
such as methylene chloride, etc. 
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■j^x^k fn^Mfik tpyji/y^jk 7 

^ii, 0g£tt8-M5O. Mxt*X7-yik 7x^17" 
n x e 1* £ ^ r ff>« 5 ft £ fe£ 

J^MLt. t'n'J^il/. f-7 7y^x;k b'^y xx 
jk t'^y^y. ^;i/+yx;i/, ^eju^hyy, 
+ yy, N-y^^t'^^^xji/. -c>k»;^, ^y^> 

[0020] Btelfi«7iU*iI/. {EfcTJU+Jk SJ^te 
tftTn/3+-> % aier^irx^ccfcc-fsatftStt. is]— 

7U-;M-t-k T^Jt/+;M+^. ^J^sjf*^. ®M 
r^n+->^;^?Jfx;k ^hn, T^y. *S$tcttis 

^+-;Ut|5JHr*D. (5^7i^4-->7;^^>. (s« 
TiU^ + ^T^^ + vT^zi^^, T S -/ Tib + 

SB5>«mTH0 7 7 ;l ^ ;b <t {algr*5) ^. (EHHatKr ^+ 
30 ;k B«T^3+2/. fS«7^3 + i/*JU#x;HyJ:Cff 

[0021] smts«sitt7^+ju, gjftry-ik s 

te-^r-u7';-Jk SS77J^;k gft^fP7 I J- 

ftl -30. fi»T^*iU. tFD + k (fi^7^3^ 
v. ffl^7n'3 + x7il/=3+v, ffi}g7^3 + 5>7/U3 
+ ^^3 + k + *y*fcttv?E«i 

7^7 5/ 7^3+k 7'J'W T y. 77W 

Fu v 7$y. ^yj/c«>ffi«7;u*il7^ 

fi«7^*^, fi6tS7^n**/ % (5«7 
no*£x7^3*^\ fiS-^7^n+^7^n + S/7JU3 
+ 7 5/7*3 + 2/, tVjfc«yfift7ib+n'7 
^7)^ + k 7'j-Wi/, 77^+n^ + y. 
ffiJS7iUn + ^^;l,t'^^. tyJfcijyfi^W^ 
7^W^Aay>|j t *h^tiMgEiBHr*5 8 
[002 2] (t&fl! ( I ) OSIB»«c»Sdft5*tt. 

0 is. #«Ts>ftaiii. r^yMMJ!irti(5Sf*as-r5 s 



(7) 



11 

LTtty^AlB. ^hV-JAtt. ftV9AlS«07Jl' 

7>^~^Aig£l,Ttt7>*~*5A. 7^7>W 
>*-4A*0tt#&lf6tl. ««7 5>fttDttALr 

[0023] :XtC. ft£& ( I ) ©»Sfttcot»r»qH 

Y 



* 



10 



H 3 C- 
YD- 



C0 2 CH3 

(II) 



15532 00 0- 1 0 9 4 7 9 
12 

> - yt — ti~y 9 - is Is is A (Protective_X*X3ups-in 
Oroanic Svnthesis). # 'J — >(T. W. Greene)^ 1 . is a 

> • 9-f - ■ 7> K ■ • 4l'^--'£l"t3-y K 
(John Wi lev ASons Inc.) (19S1#) M§j ftlHl'&C 

6£ffc??$fll£ti*ttfl:. Stc. wm. Kg. a&. 

tMfimmwfii&cttbft*) . fM^ccrstftSESA 

[0024] Kiift 1 

ft^tt ( I > Kfcur. r^^dW r\ 
S)NR'R\ -M<(=0)NRf . -N<(=O0R B *fcti-Mico*')O 
R 9 (SC*. X. X'. R 3 , R\ R\ R\ R\ R'WWU 

*h«r^HU3EiBi}ir*s) ( i - l ) 

(0025] 
Hfc6] 




[0 02 6] (S*. Ytt*3R*fctt^Ci^^^^^- 
^;U-7'X • > • 2 * ^>ty^ [Protec 

tive Croups in Organic Synthesis, ^'J — >(T. W. C 
reene>l-. 5^3> • 7 A 1 ) — T> K • U*>X - 
-sFU-ff-* K(Jnhn Wrtley &Sons Inc.) <19Sl¥) ] 
lcIBiE(7)fSSgr£> 0 , R^isJzWtt-NHSQR*. -nhc 

(=S)NK*R*\ -NHC(=0)N#R\ -NHC(=X)R a £ fc&-NHC(= 
X')Of X, X\ R', R 1 , R\ R*. R\ K'ijJrcfR 

[ 0 0 2 7 ] Xfl 1 : ft£tt ( I - 1*> (J . 8£¥*-26 40 

036JcStto.^£t $ *i :cig u r » 6 1\ h ft£1S 
a ci <sc*, tfltm&tfflm?$>i>) . r«r $ i*c(=s)ci 

. R 5 R 7 NHC(=iJ)Cl^L<tiR 6 R 7 NCO 

OJ),o(S'l'. K'Bmailalil-c*^) ifcttKfttKsX") 
(III)], i/ciiN-t KP*2/X*l/>^5 K. 1- 50 



-jU, hP7 *> r -^W<tR P C(=X)0H Xfc 

v) ] £fr%mbnzt>>i#y&im*zTfrbL<tt 

P + JUA, N.N-2/-rf^JV*iI/A7 5 {t^ 
I ) CC*tLT0.5-2QE?§S©l VX^;U7 5 >. 

5c<5:^r^4 0 g£tv«. ii^o-ioo'cr. i-72e$Rg 

[0 028] it^ty ( I - 1 ) OoWiJiW^-NHC 
(=x)K > (it*. xbJrLVB'CrJi^titirE&BIXrA 
o) r*sft^ft ( i - i a ) ia. :xcDJgcEXfiiC(4c^ 

S!21 -4Ci4r*-5. ft£15j ( 1 - 1 a ) tt. {tt&ft 
(I I ) t. (t^tS5 (II) CC^tro.5-2(^fi<Dft 
( I V) Aft, ttft-^?-U>, >au*^A, N.N- 
f/y^;l,+wl,A7 5 K9<DffiME't>. (t&tt ( II ) ic*t 



13 

G>ig£fcJ:CMt£8J (II) Kttl/ro.5-20Sfi<3[)l ( 3 

raff*}**, 

(0 02 9) ft£H! ( I - i ) ©5^R l fcJ:tfR^-NHC 
(=S)NR 4 R\ -NHC(=0)Ntf R 7 £fctt-NHC(=X')0R> 

x\ r\ r* . r\ R'fcJ:wra*JaenfflK£RI*cA 
S) T'£oft£ta ( I - 1 b) tt. XOKJSX&CCftl* 
i3JS«Cii)t^5c ft£4& ( I - i b) B. ft£*» 
(I ! > sc. i£fty^u>. ?PP*JUA, N f N-^y^ 
**JUA7 I h'ZZOfemtp. ft£#5 (II) scijuro. 

y - h £ fcttgfe b < tt#it£<D7 'j-^nnf* 
STtA,*- hzitmzv. (t£& (id «e# 

ti*hjn8E£Birc*<&) % r*r 7 ni {5&P % tffcJrcfR' 

cc j: t) fs s c i #-c > * * . »& & o < mmm<D ru- 
;u ^ d n - h *$ icf soft b < mmmor »; - 
;i/ ^ d p f - * y * y - kot u - & izmtz rv-^i 

X\ 3-24fl#ro1ift>tl. R* R 4 NH N R fc R'NH£/cttR'0H<!:<7) 

stfctt. iiSo- locrcr. i^72B$Ra?T*>hs. 

[0 03 0] i?i££2 

ft^1» ( I ) t-cfcur, R 1 is J: V# -> X -nhso 

,R\ -NHC(=S)NR'R\ -flHCO0)W?R\ -NHC(=X)R' £ tc 
W-NHC(=X')nR' (i^. X, X\ R J , R\ R 1 , R*. R'. R 

■ tecfcO'R* W-C- 1\ ?tim& i H»r * £ ) V $>z>it&to 
( I - 2) tt. i3iSf*l <h|5)«l<7)^ffTr'^6ii^ ft 
Stt ( I I ) <0¥x1S<0-7 \ sm<D&&W&Ztltc{t£V9 

<v I ) i <tgH$o^ffi^f«*ciccJ:yf# 

[0 03 l ] 



(S) 1SBH2 0 0 0- 16 94 7 9 

14 

ft&fi! ( I ) £fci,>-t. R'fectWO-^-COterjTR 
1C . -CH(0H)(CH)«R 1? . -(CHr) r Cm 18 CQR , \ -(CH),R 
'\ -CH-CHCCH,)^*. -OUXCQR' 1 ),. -C=C(CH),R 
"S/ctt-CKOR" (5£*. i. m. n. p. r. s, R»\ 
R 1 ' . R 1 \ R 1 R" » tf\ tf\ R ,: ^>cfcO'R ,, «-en^ 

^R 31 . -CHCSR 1 *),, -0^^', -CO(CK l ) t R , * % -CH(GH) 
(CH,).R 4 \ -(CH).CHR ,l <jQ l R < \ -(CH W\ -CH=CH 
10 (CHi).R' s , -CH.C(CQ,rr*),$/c^-C=C(CH») T R 47 (5^ 
t. u. v. x. y. R". R ; s . R'\ R J7 . R 4 \ 

rr 1 , r«\ r 4J , r'\ ir\ R 46 *>j:^R <7 «-cti^nBu 

[ 0 0 3 2 ) R l $^(JR , {<:g^ii^^S0S^«, ± 

• • K7>^7*->-^3>X(Cooj 

prehensive Orqanic Transformations), R. C. 7 P ^ 
20 9 ( Larock) 1, (1939^) ] <£ o T 4> if *> C <b i> "C ~ 

St. ttS«. j&&<Dm^8Km**>txi>1i&. Witt 
■SB. fflffl, tttt. Mft/M^a^F 

[0 03 3 ] tl£® ( ! ) Sett. SflSttftSfcfcBE?: 
30 W'<C&£2tiZ> 0 ft&» ( I ) ©i££BMSL/cO£*. 

<t^«i < i ) m^oBxm^n^m^^cDtttn^ 

TttttJ:<. ifc*«(0»r»6tiS«l&K:w % ii^O 
[0 03 4]^!/:. itmi ( I ) *sJ:U*0>?mtWC& 

mztizm*. Ab%i<Ax&m%mt<D\mifomtX'& 
*RWit£® ( i ) ommzmimctt. 

[0 03 5 ] 

40 imi) 
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mm. (i ) 



(0) 



1VK12 000-169 4 7 9 
16 




COgCHg 



1 


NHSO2CH3 


2 


NHS02CH2CH 3 


3 


NHS0 2 (CH 2 )2CH3 


4 


NHS0 2 (CH 2 )3CH 3 


5 


NHS02(CH2)7CH3 


6 


r4HS02CH 2 CF 3 


7 


NHS0 2 — 


8 




9 


NHS0 2 — ^^-CH 3 


10 


NHS0 2 — ^3^" F 


11 


NHS0 2 — ^^-Cl 


12 


NHS0 2 — {3~ Br 



[0036] 



[«2] 



mm (2) 



(10) lira 2 0 0 0-1694 79 

18 




13 NHS0 2 — 1 

O2N 

14 nhso 2 — ^3 

NO, 

15 nhso 2 — ffjy 

16 NHSO2— ^3~ N °2 

17 NHS0 2 — ^^-OCH 3 

18 NHSO2— " y *= J 

19 NHS0 2 - 

[0 03 7 ] [^-3] 





(11) 1fM2 00 0- 1 6 9 4 7 9 

19 20 

H ..... 



<fc£«lNo. 




20 


NHCSNHCH 3 


21 


NHCSNHCH 2 CH 3 


22 


NHCSNH(CH2) 2 CH 3 


23 


NHCSNHCH(CH 3 ) 2 


24 


NHCSNH(CH2) 3 CH3 


25 


NHCSNHCH2CH(CH 3 ) 2 


26 


NHCSNHC(CH 3 ) 3 


27 


NHCSNH{CH2)2CH(CH 3 ) 2 


28 


NHCSNH—^} 


29 


NHCSNH(CH 2 )20H 


30 


NHCSNH(CH2) 2 N(CH 3 ) 2 



[003 8] 



[«4] 



(12) 1$H 2000-169479 

22 

H 

.N_ 0 



»1« (4) 



ftMNa. R C ° 2CH3 




31 


NHCSNH— 


32 
33 


NHCSNH^yO 
NHCSN(CH3)^-y 


34 


NHCSN(CH2CH 3 ) 2 


35 


NHCS— f/^ 


36 


NHCS-N^\lCH 3 


37 


NHC8-ND 
\ / 



[003 9] [M5] 



(1 3) 1.^12 000- 1 69 47 9 

24 

H ... 

R 

31 S (5) 

H 3 cW 

co 2 ch 3 



38 


NHCONH— ^) 


39 


NHCONH(CH 2 ) 2 OH 


40 


NHCONHOCH3 


41 


NHCONH^^^ 


42 


NHCON(CH 3 ) 2 


43 


NHCON(CH 2 CH 3 ) 2 


44 


NHCO— l/^ 


45 


NHCO— N^JD 




[004 0] 



K1S (6) 



(14) 1/132 0 00- 1 69 47 9 

26 




46 




47 
48 


NHCO — d 


49 




50 




51 




52 




53 




54 




55 




56 


nhcct^o^Qj 



[0041] 



[mi] 



Vffl 2 0 0 0-1694 7 9 



»1* (7) 


H 

CO2CH3 


57 


NHCO— <°)> 


58 




59 


NHCO— 


60 


H 3 C 
NHCO— 


D I 


NHCO — d CH* 


62 




63 





[004 2] 



(16) 



29 



181* (8) 



64 



65 



66 



67 



68 



69 



tt*S2 00 0- 1 G 94 7 9 
30 




C0 2 CH 3 



Br 



NHCO— ^^-NOa 



NHO 



NHO 



H 3 CQ 



NHCOH^} 



[0043] 



30 [« 9] 



(17) 



VM2 00 0-169479 



[0 04 4] 



31 



*1* 0) 



<t£®t4o. R 1 




70 


OCH 3 
/=\ 


71 

r I 


NHCO— ^~^~CH 2 CH 3 


72 


/=N 

NHCO— U a 


73 




74 


NHCO— ^j) 


75 


NHCO(CH 2 ) 6 CH 3 


76 


NHCO^^ 


77 






CH=CH-£} 
B CH2OCH2OCH2CH3 CH2OCH2OCH2CH3 



A CH2OCH3 
B CH2OCH2C 
C CH 2 0(CH 2 )20CH 3 CH20(CH 2 )2OCH 3 



(IS) 1JH2 0 0 0- 1 69 4 7 9 

33 34 
[0045):XCC. &&MzjrJ)*&WZZt>'<zimic * 7'C. 4S»HK>* ^-vh >t/c?t. o.s-uebta^i 

^O. 1/1. 1 oil EDTA^bA/ZcIO nM Tris-HC1fc|ffii# (pH 8. 

li^Wl NT-K B^Dl^^?StttCj*r^Ffl*S : 5»* 0) ZlSumtoLtl. 1M Tris-HOHffiitii (pH 7.4) T? 

trfrisy hitilt. ruiita^Q^S (Fuiita6, Genes & 62fO t/c7 x y-;b<h ^ a D^ol/Al-^SS^L/c?g^ 

Oev.6: 775-737, 1992) £#3;c LXUTOJ: 5 (Cif *riSJnL"C«l/ < JS#L/c 0 2*/ q//i 1®# »J dl 

c£#r#£„ fcfc'U chtt— «Tc* f ;. coifr&ic ;<Ki7T>iv>7>U*T>? <tt) 5±i?] c-i/iigsira 

Cfc*b6ttt*. Ttttofc. 3 x 10 6 <S<DJurkat*lflia (t UJfttlt. 50000 £r 55x^1^ ft & L fc*BIBft*fe 

hUfflia) £35 mntf>r -r 7 ^K^jjflUcfg. H»ft£ 7 y T y [ 7 T^7y7^'-/ ^"7 ^ (ft) 1± 

1B¥0*Sjt*A,7>foti*i/Y (CMSO) r§^i??Sfel^MCc SI £Oft/c*7/»(CA>t;rfc. iooo0£. 3frnn©ift4> 

ml £ s J: ^ (c asm L X $ h (C 305x£S 0 TlMa£0iK S t fc. 

L/c. JtBgttRit/r. fL^$:^Stlil>.iSaf§a , / ; 2:t^ [0047] 0.5 M NaCl. 10 ntt DTT, 10 EDTA. 50£ 

MLtc. mtiLLtcmmi:. 50nw£ft7 , r 'JOA (NaC 0.1 M Tris-IICl«W» (pH 7.5) Zlu 1. 10 mq/oV>^ 

1) . lOnMEDTA, 2 mM ECTA. O.lS/^f? h-P40. 10 imr§T;I/^ ^ >£0.3/i 1. 0,035 U q//i lO-i'iyfS^DN 

^'•Jta-;k 1.93 mq/mV<7 ^>fi$t h V^A. Urf4 A^rl/i 1 £ 9rCr57rPeim4M?£ *lfcttHtt«SI* U 'J 

7 *r-)\,M?)\,x>V7 *~)\,7)\,*U h\ O.lma'ml 2 2 M * K (100 fmol/w 1) LT*IJ*0%: 

P>f^7>>. l ^f^'XM h — ^ <07T) £^t?2 io ji 1 i L/cS^?K«:JJBriRf9 b/ciw 10«K*fcf£ 

0mMN-2-W FPt-yx^tx 7 ^y^x^>^;b *ri$JJDbT, S«r-10»B V Utc. COM 

*>g$ (ICPCS) ISffinS (pH 7.9) lOOulSCSggU 4 20 £SS£. hUX*D>ffigffiffi*r'4?bri7'^bT^ F£ 

•C-Ci5^rylrRL<l«»U/c. COlHffie&J^Sito dA££3m#'Jr*V*rs K^iUSCJiOflKRikifc 

K ( h ^-tsx <«o tt§?> r-4 u i2ooo@eno& (160 v. i»#ra) cctf u/c. *f«*7R yji/ittattc 

l»«4>«lfEbfc». HRL,/c±«*iHDiaK»ifiiLrffl SMUttWTfifjgb/c. i*tt^-*->OIB»rtt. GAS-2000 

( 0 0 4 6 ] 10 nM£>*Sftvy* a (MgCl, ) . 5 m («.) ttlg ] Xtrt\ uf-Kit*>)zix>;v*? F#tS 
ODTT£g/U<:50 mMCO r »J *JS» (Tris-HCl) «8B?g SiB#*i*SOfc. SS«fi¥<?>|5Jljf/0]S3tS4S14^ 

(pH 8.0) *Cfc HhN-fl*yu*--$r-ONF-*:B|S&EyiJ SISt. J: 0 FS^l^ffi b/c. 

*Str^ »J * U** K (SeMS-^ 1 ) £10 pmol. [0048] 

5.92 GRq/mlO [r- J 'P] ATP^3/Lil, T4#"J^^U*-F [Ski ] 
F*7"--h!l0 iinits£^finLr^WJC25/il<bL/c„ 3*30 

iffl^* (%) = [ (DMSOS55u8fOMWr5lx) - ({fc^BAattettftStt) ] 



[0050] 
[SI 1 ) 

»2« 



ft^jNo. (%) 



46 


7 3 


4 7 


9 5 


4 8 


5 4 


7 6 


9 8 


7 7 


7 4 


A 


8 7 


B 


9 7 


C 


1 0 5 



/:77X; FpIF-lucOffyift^rUTtC^-. p201 (Yat 
es, J. Nature. 313: S12-i>15 f 1^85) (DNarlU* 

40 OzixmWLtcMK ^>+t"- fe'jI£^7*o^- 

^^t7'D-7Yv> (Hyq) Httif fiHWM«. 

pluc2 (Tsuda, H.6. Eur. J.Hacmatol . 52: 73-7 
9 t 1994) ^^IigairWlKl/A:ffliK* j &^ 
>L'C^^7x ^?-pl uc22££bX 

L/C, pAluc22tJ. pluc220Xhol<bAsp73iry u Y l-OPBCCS 
V40O^»;Afi;j0S/^t^^^1 "^^^ «J 3 ? u^-f 
F [Y25 (E?JS-^2 ) . Y26 (EJ»J*^3 ) . Y27 (E! 
?«^4 ) . Y2S(.E?Jj§^5) ] «r»A-r^Ci(Cct 
50 otMl/:, 



35 



{0052 ] p-55A2 (Tuiita, T., Nucleic .Acids Res. 
17: 3335-3346, 1989) £Sa]I<h HindIirCtt[6rb/-IK)t 

P>-fliWzrt-7"n*- 2 -£>-55^6+14!S*$ ( Tuiita, 
Cell. 41: 439-496, 1935) ZSv] pAluc2 
2^n^lt Hindllir- W&L td&fift*: 9 ^'-y3>U 

EBNA (CLOWTtCHfll?) CCiSAfft . 0.3 nja'ml0Hvq£i£Jjn 

m±fflmO)tpfrbTUf-a ( 10 nq/ml ) fflSttC <£ o r Jl> ^ 

»lia«. TNF-cr (10 nq/ml) »CCJ:o"C*$I|«S[^067 

[0053] Q<KX4aDga*fJmb/c. NF-K BStxtDfflg 
KSSttfcTFOJ: Occur tf0Ci**-C#S. tctcL. C* 



(19) ttfl2 00 0- 1 69 47 9 

36 

*Ji:j— WrftO. c oM- c 6 ^ ^-1^1 

'/tfflf-*- 7'SCaSJH U Cfttc. low© 

it»Jt^ttoaisaiSffi*iS»iSt:aoo(S(c#sj o /c *>o£ 1 
OiiliSlnLfc ((t^^iS^^i^w) ft. 30&HIW> 
■ta<'hl/c a lCJOnq/mlOTNF-a^lO/il^ttJL/c 

fs. s6(cdi$iao**'<--hi/fc. ish^h>x-i 

00. 1 nM DTT*aA,/clG0 nMV >&2*£/7 »; ^ A^Stl 
Q0/il£5 n*iyy5/Jl/yy 5 mM ATP. 0.067 m\1 O- 

;Ui/7x V >£aA,/d3 nySfi5v^v«j7A 1 : g?fi300//1 

^^aT^cicccfcor. fua £ £»? ? h 1 1 h cc Ji/ ^ 

',C&, AutoLumat LB953 (EG & CBertholdf±S5) 

Aio gs<D^7x7- fe'atxfi (rlu) *aisu ;x 

[0054] 
[$*2] 



( %) = [ (CHSoSsAfll'fOKLU) - Ut£&mMl(D RLU) 3 
/ [ (DMSO&flP#Z>RLU) - <TNF-a*&#]#<DRLU) ] x 100 



[0055] S^ft£fll0HS«£S3£E:CCTr. 

[0056] 

[2112] 

lk-&4*No. ffl«* (%) 



4 6 


8 4 


4 7 


5 6 


4 8 


8 2 


7 6 


g 9 


7 7 


7 6 


A 


9 4 


B 


8 8 


C 


9 8 



iL-GtiL-itfOi^ietfT^ 



[0057 ] W3 

iL-6tiL-ifloB3g«aMfegBft« (el isa) mmro x 



3KJ:-5«Cff-5Ct^-C*5. fc/cU CtiSi— «r*0. 

co-ftitifCctcti^rnK tb&ftmmTw-iic. 12-0- 

^f*/-/ ;l/*;M*-;U-13-7fc f— h (TPA) £ 
$**stK0 . 5 nq/ml vC ft & <£ 0 (C^s/ffl b T 72fl£ fSUS # b 
fc. fejr-es x iflPfflOTPAKiIlTHP-iJfflia^rO^x^^U 

i£JjTi L r 3Q5HH *SS 1/ /Co TNF- u. £ 10 nq/mlvC & 

5 J: 9 mtt\ L X 3 h lC24t$ffl *5# b fcg % *ss±« £ 
30 snr§htiS»nfi¥t5SSL//c. THP-i«o^tb^it-6ii 

L-1& <DM<D®m&. v FQuantilcine r " (R 

-G*sJ:tfll-irfSB*«SLfc. S<fc&«fflS»n8CD-9--/ ^ 

[0058] 
[2S3] 



x ico 



i o o 5 9 ] zmbitGWom^mzmim^t, 

[0060] 
[«13] 





fffT efa c-±-f / a » k 

PI*$ (%) 






I L-6 


I L- 1 0 


4 6 


2 ] 


8 7 


4 7 


1 6 


8 7 


4 8 


26 


8 7 


76 


9 8 


8 7 


7 7 


1 5 


8 7 


A 


1 00 


>9 4 


B 


1 0 0 


8 9 


C 


1 0 0 


9 4 
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«:SSL/ci?f^t5«7^jiC«ft^«5a48*. fa J:^* n 
X*y>Afc#8f (^>Ftt) £lT£L/c = Sg^?* 
yUl/**^ F , SS Tween(S0)££L« V >fi$*tfiijg£ 

atts&f t&fo;* . iB$raiBufa <k y-eoft 2451a mc 

1 0ft 5S?4vF*l& f£4 L/c. ^?DX*y>A 

L/c. tnSffiflFOSctJ-r © 5 H B5C 5%^ ?-;UX 
^ F , 53 Tween(80)?ratf ') >i$fci8jig£ /ctel* 

IS^L/c 1 msiftcc. SBfiiHi LTiwi*0iOiiM TWBS 

mi<D24®Mmc tf ■{ \>\sis ■> 9 * x y- ^-CSfflSO 

*>6£fi«>ff££&(,3H>ft:fi (T) £#i6/c. -5?. 

3«rilL?|t»/cfi (C) [(C-D/qx 100 

(*) £?tl?L. BBK£JMM« (%) iWc. 
[0 0 6 2] tS**S5SK:^-r. 
20 (0 06 3) 
LSI 4] 





mm (%) t»^« (mg/kg x 6)] 


76 


89.7 (10) 




86.4 (30) 




91.3 (100) 




87.9 (0.3) 




44.7 (0.1) 


B 


49.1 (10) 




83.4 (30) 




90.3 (100) 


C 


89.4 (10) 



[006 4 ] ft&ft ( i ) *fc«-eo5iiiw:csiFS$*i 
Stttt. *^»HII¥fla*iJ:V*©Jft9B<BK:iBC, fO 

* £ & 4 ^BsaoKSSKrieffir a c t #r # * . 

is ( i ) ^/di^osJi^jtcits^n^e^. nance 
hfs ? n 4 ja f* t cc s & t r *m v $ * . c 0m tt 

boss* thct *«r* bofimmftmt. 



x x r ^¥(D-5f ffiiSttg^^ma-ccaE o r fflc >ti « <fc 
t>o Ji^J 1 H*fc 01.5-300 mq(D?St4fi£5T'drSW1*S 

[0066] fRfi£?«oigs:c^/cor:j, «x«atg. 
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I fflSfc 91-5-^ 300 nw^rSltBE^S^S^^-bii/ 
[0 06 7 ] vn*7*M©3S?;c6fcoTtt. Witf^ 

[0068] ffiHn<D98(C»/cr>r». *. MAill 



CD tiH2 0 0 0-l 6 9 479 

40 

* Y v »; -5 a. ? y *n,g$* h y ^ a. $ u £^<9*J?§ 
u p-t Ko+v&B^SxXXrJk ^n^' 
y^A^Otti5ft«iJ^*SS{<:J:9fflt^tf<I:t*. 

[ o o 6 9 j ft£«a ( i ) ssfcttwasa&KiiFSSft 

10 ^Stt»5S-B2§fc9 . 0.1-20mq/kq £ 1 ~40&-5 

[0 0 7 0] fc*>\ AJBft^ft-CftSJKftffc^fllteJ:^ 

-26036 (fc^1Si. kiiW0/0248^Cia|g?tirC^{k 

[0 0 71] 
[«1 5] 
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ft£fta(1* £¥3-26036) 45.9 mq (0.0790 mmol)QN,N- 
2/y*JUs|;jW*7$ K(l m1)ig?i5i^. h > 
0.03 m\lsJ:VS *t>7,)l*~)\,2V7 -{ F 0.0153 ml 
(0.19Simol)«:»Dx. SBrMJKttLfc. 6£iB& 

rBiaffofcft. *«*y3iii*«-c«ET9*i,fc. * 

4'34.S mq (67%)?f*c„ 

[0073 ] rAB-MS m/z 6S4 (M-l)" 
»H-Mtt (300 Wz, DMS0-4) £ 1.97 (dd, 1H, 3 = 4. 
3, 13.4 Hz), 2.13 (s, 3H), 2.97 (s, 3H), 3.00 (S, 
3H), 3.92 (S, 3H), 4.91 (d f 1H, J = 17.6 Hz) t 4.99 
(cl, 111, J = 17.6 Hz), 6.34 (s, 1H), 7.12 (dd, 1H, 
3 = 4.3, 7.2 Hz), 7.36 (m, 1H), 7.39 (m, 1H), 7.S8 

(d, Ul, J = 2.2 Hz), 7.89 (d, HI, J =8.4 Hz), 7.9 
1 (d t 1H, 3 = 9.2 Hz), 8.59 (s, 1H), 9.11 (d, 1H, 
3 = 2.4 Hz), 9.54 (s, 1H), 9.63 (s, 111). 

[0 07 4] mmi ft£#52 
{fc^15?b(J$ £¥8-26036) 39.9 roq (0.0303 mmol)£>N,N- 
y^W^AT; F(0.5 ml)fg>i£',C, hUW; 
>0.03 m\*5& 7 JJ-$ls7,>l,*~)\,>ju~, J K0.0204 ml 

(0.215 mmol)*:Jjnx., l[3It:2B$[3Hgff L/c. SJ£3g« 
IC40^?^7 ^ >.fo3flS0.01 mll-JfflxS 6£^TC2 

KSLIb^fe2^37.4 mq (6S£)|?/c. 

[0 07 5 ] FAB MS m/z 682 (f*M)' 
*H-fyWR (-100 MHz, CM5ft-&) 5 1.26 (r, 3H, 3 = 7.3 
Hz), 1.30 (t, 3H, 3 =7.3 Hz), 1.97 (dd, 1H, 3 = 4. 
9, 13.9 Hz), 2.13 (s, 3H), 3.05 (q f 2H, 3 =7.3 H 
z), 3.10 (q, 2H, 3 = 7.3 Hz), 3.38 (dd, 1H, 3 = 7. 
5, 13.9 Hz), 3.5)2 (s, 3H) , 4.90 (d, 1H, 3 = 16.9 H 
z), 1.97 (d, 1H, 3 = 16.9 Hz), 6.32 (s, 1H), 7.11 
(dd, 1H, 3 = 4.9, 7.5 Hz), 7.37 (m, 1H) , 7.38 (m, 
1H), 7.S6-7.91 (m, 3H) , S.55 (s, 1H), 9.12 (d, 1H, 
3 = 2.2 HZ), 9.59 (s, 1H), 9.71(s, 1H) . 
[0 07 6 J3?tt«3(tStt3 
ft&1$9b(1#&¥ 8-26036) 39.9 mq (0.0803 mnol)fcJ:C>' 
1-7UA>X^^;^U-H K 0.0242 ml (0.215 rreno 
l)iy*ieP92i0ttO**a:'C(t^3^43.6 mq (7*0 
fSfc. 

[0 07 7 ] FAB-MS m/z 710 (U+l)' 
'H-NKK (300 Miz, CMSCKO S 0.96 (t. 3H. 3 = 7.5 
Hz), 0.98 (t, 3H, 3 =7.5 Hz), 1.72-1.84 (m, AH). 
1.97 (dd, 3h, ) = 5.0, 13.9 Hz). 2.13 (s, 3H) , 3.0 
0-3.10 (m. 4H), 3.92 (s, 3H), 4.89 (d, 1H, 3 = 17. 
4 Hz), 4.93 (d.lH, 3 = 17.4 Hz), 6.36 (s. 1H) , 7.1 
1 (dd, 1H, J = 5.1, 7.3 Hz). 7.35 (m.lH). 7.37 (m, 

1H>, 7.86-7.91 (m, 3H) , 8.61 (s, 1H), 9.11 (d, 1 
H, 3 = 2.2 Hz), 9.60 (s, 3H), 9.74 (s, 1H). 

[0 07 8 ] mm* it£®4 
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ft^rtabfft £^3-26036) 39.9 mq (0.0303tti!OT)^"O' 
\-7 $y7,)\,b~k>?Kl7 4 K0.0279 ml (0.215 omol) 
J:U^*eW2i^]«<7)^arfl:^«94^45.0 mq(76°Ofi 
fc. 

FAB-MS m/z 733 (MU)' 
[0 0 7 9] SMefflS {t£«95 

ft&ftb(J$&¥ 3-26036) 39.9 mq (0.0303 mmDl)fe<fco v 
1-t ^^>X;U^^;l/^P-7-< H 0.0421 ml (0.215 mmo 
l)J: f J'*SG(^2iRttO*Srfb^5?:49.4 mq (7230 
10 fH/c 3 

FAB-MS m/z 850 (M+l)' 

[0080] nmme ft£®6 

fL£$?b(t££¥8-26036) 39.9 mq (0.0803 mmol)fc«JX r 
2,2,2-h *)y)ll UX.5l'Z.)\,fr~)\,9U7j K0.023S 

ml (0.215 nmol)<t0^lBW2iEieiO*S*-C(t&tt6* 
16.0 mq (25S0&/C. 
FAB-MS m/z 790 (W+l)* 

[0 08 1 ] nWAl ft^7 

ft£#3bOtf£ i p8~26036) 39.9 mq (0.0S03 mnol )&<£<>' 
20 ^>H*>X;M^Jl'£'P^ K0.0275 ml (0.215 mmol)- 
&Vmmi2tm&<Dtt£Xit^7*K.9 mq(90?OJS 

it. 

FAB-MS m/z 778 (M+l)' 
[0082 ] SteWS fL^159S 
{t£ftb(1$£¥8-2603o) 39.9 mq (0.0803 rnnol 
a-h^X>7s^^^;U^P7-< F42.5 mq (0.223 mmo 
l)J:03^M2£HI§O£&r'4b^5£52.1 mq (Sl?0 

FAB-MS m/z 806 (Mfl)' 
30 [00 8 3 ] Htepil9 f t&1»9 

(t^b(1#&3 I S-26036) 39.9 mq (0.0803 mmol)*5j:0' 
^h^iyX^^il^U?^ K37.8mq (0.393 mmo 
l)J:O^JS(^2<!:faIfI0^ar'(t^9^48.1 mq (74*) 

FAB-MS m/z 806 (M+l)* 
[0084] HJeWlO <t&1»l0 
ft£$b(t$5H^8-2603o) 39.9 mq (0.0803 mraol)Jc> <£ t>' 
4-yJl/^P-C>-if>7x;l/^^3t ^P^ Y K36.8 mq (0.1 
89 rarol)J:0^iBW2i^«O^ffirffc^1j!l()5:30.7 mq 
40 (47%)fgfco 

FAB-&6 m/z S14 (H+l)* 
[008 5] g&Mii ft£«Jll 

fb£1?*b(1$fi¥3-26036) 39.9 mq (0.0803 mmol)teJ:C* 
4->?PP-^>-fe'>7wU^^;l'^p->^ h*45.5mq (0.215 
t^)J: i )m^2immom^Vit^Vllll^5&.2 mq 
(83?0f£*: s 

[0086] FAB-MS m/z 846 (M+l)* 
*H-N.« (300 K«Z, IWD-4) ^ 1.92 (cfcJ, 1H, J = 4. 
3, 13.9 Hz), 2.04 (s, 3H), 3.33 (s, 3H), 4.79 (d. 
50 1H, 3 = 17.6 Hz). 4. S3 (d, 1H, 3 = 17.6 Hz), 6. 29 
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(5, 1H), 7.03 (dd, 1H, 3 = 4.3, 7.2 Hz), 7.10-7.17 
(ro, 2H), 7.53-7.65 (m. 4H) , 7.71 (d, 1H, 3 = 2.0 

tt), 7. 75-7. S3 (m, 6H) , 8.61 (S, 1H), S.9S (d, 1H, 
3 = 2.2 Hz), 10.21 (S, lH) t 10.36 (s, 1H) . 
[0 08 7 1 *SaMl2 ft£«!12 

fL&tab(£&¥$-26036) 39.9 rnq (0.0803 mmol)feJ:t>' 
4-7'P^>-t'>^;l/t-i^ni7'{ h'51.6mq (0.202 
rmK>l)J:9*teffl2<!:0^ mq 
(STSDfffco 

[008 8 ] FAB-MS m/z 936 (M-l)~ 10 
1 H-NKft (300 mz, DMSO-d*) S 1.92 (dd f 1H, J = 5. 
2, 14.5 Hz), 2.05 (s, 3H) , 3.38 (S t 3H) , 4.79 (d, 
JJI, 3 = 17.6 HZ), 4.83 (d, 111, J = 17.6 Hz) ,6.28 
(s, U0, 7.03 (dd, 1H, 3 = 5.2, 7.3 Hz), 7.12 (m, 
Ul), 7.16 (m, 1H), 7.69-7.31 (m, 14H) , 3.60 (s, 1 
10, 3.99 (d, 111, 3 = 2.2 Hz), 10.21 (s,lH), 10.35 
(S, 1H). 

[0089] mmmi it&m-u 

ft£?&b(#£¥3-26036) 39.9 mq (0.0803 mmo3)4oJ:tf 
4-3- K^>-£>XJU*~Jl/?a<7^ K62.6 mq (0.207 20 
imy^nm&m2tmm<OyjmVit^nu^71.A mq 

FAB-MS m/z 1029 (M+l)* 

[ o o 9 o ] mmiA itsfyi* 

(t^b(1f ^S-26036) 39.9 mq (0.0803 mnoOfcJ: £>' 

2- r- ha / 0-fe*>X^^-^i'07^ K16.6 mq (0.210 
imiol)J:0^l^2<b|ai^(7)^Tft^l4^3.8 mq (5 

FAB-K5 m/z S68 (MH)* 

10 09 1} mmm™ ng&i* 30 

{t£^b(3#£¥8-26036) 39.9 mq (0.0803 mmr>l):b*J: t>' 

3- -- FP^^Vj^^J^P^-i K41.4 mq (0.200 
ninf)l)J:0JlteW2£|5lttO^arit^l54:25.7 mq 

(37*)t9fc. 

FAB-K6 m/z S68 (M+l)' 
[0 09 2 ]HteP<16 (t^!6 

ft £1^(15 £¥8-26036) 39.9 mq (0.0803 mmoljfejrtf 

4- ^ ^D^ytyXW^i^P? ^ l c 43.4 mq (0.196 
irml)i0lltt«24H«©*i£"Cft^ftl6«:34/ ( i mq 

(4950$fc. ^ 

10 0 9 31 FAB-MS m/z 868 (M-l)* 
'H-lfcK (300 MHz, UMSQ-O $ 1.90 (dd. 1H, 3 = 4. 
7, 13.9 Hz), 2.04 (s. 3H) , 3.37 (s. 3H), 4.81 (d. 
1H, 3 = 17.2 Hz), 4.90 (d, 1H, 3 = 17.2 Hz) t 6.30 
(s. 1H), 7.04 (dd, 1H, 3 = 5.1. 7.3 Hz). 7.15 (m f 
1H). 7.16 (m, 1H). 7. 75-7. SI (m. 3H). 8.01-8.07 
(m. 4H). 8.J4-S.3S (m, 4H). 8.59 (s. 1H).3.93 (d. 
1H, 3 = 2.2 Hz), 10.44 (s. 1H) . 10.62 (s. 1H). 

[0 09 4 ] JE»17 <t£#3l7 

JtSlSb(15 £T 8-26036) 39.9 mq (0.0803 mmol)4;>J:0' 50 
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96 ma})£tm&mtmmo>tt£?it^l7*$0^ mq 
(75*)f#A: 0 

[0 09 5 1 FAB-MS m/z 338 (M+iy 
•H-NhK (403 K«z, CfcSO-4) 5 1.91 (dd, 1H, 3 = 5. 
1, 14.2 Hz). 2.04 (S, 3H), 3.76 (s, 3H), 3.77 (s, 
3H), 3.88 (s. 3H), 4.77 (d, 1H, 3 - 17.3 Hz) f 4.S5 
(d, 1H, 3 = 17-3 Hz), 6.25 (s, 1H) , 6.99-7.08 (m, 
5H), 7.13 (m, 1H), 7.17 (m, 1H), 7.69-7.S4 (m, 7 
H), 3.55 (S. 1H), 8.99 (d, 1H, 3 = 2.2 Hz), 9.94 
(s, 1H), 10.10 (S, 1H). 

[0 0 9 6 ] ^SuflillS ft'erfJjlS 
ft£1&bCt#£ J F8-2603»S) 39.9 mq (0.0803 imol)*>\JX* 
2-?V 2 \sl/X)l*~)V?VLzr <{ K49.3 mq (0.217 mmo 
!)<£ 9HifiW2iHfll0*ffir{tS1SlS«:63.anq (39%) 

FAB-MS m/z 873 (K4+1)* 
[0 097 ] mtkWlS {t£ttl9 
{t£4Sbdt£¥S-26035) 39.9 mq (0.0303 innol )&>££>' 
l-i~y 4 K42.2 mq (0.186 mmo - 

!)<£ ^KSef«2iStJO*ar-it^9l9^52.anq (75%) 

[0 09 8 ] FAB^tS m/z 878 (M+l)* 

(400 MIZ, OSO-d) S 1.84 (dd, 1J1, 3 = 4. 
9, 14.1 Hz). 3.99 (S, 3H), 3.24 (dd, 1H, 3 = 7.2, 
14.1 Hz), 3.84 (s, 3H), 4.69 (d, 1H, 3 = 17.0Hz), 
4.79 (d, 1H, 3 = 17.0 Hz), 6.17 (s, 1H) , 6.94 (dd, 

3H, 3 = 4.9. 7.2 Hz), 7.U (m, 1H) , 7. IS (m, 1H) , 

7.57-7.74 (m, 7H) , 7.85-8.11 (m, 8H) ,8.47-8. 49 
(m, 2H), 8.53 (s, 1H) , 9.05 (d, 1H, 3 = 2.2 Hz), 1 
0.22 (S, 1H). 10.35 (S, 1H). 

[0 0 9 9 ] 5gt6M20 ft&tt20 

ft^afl? £^8-26036) 50.0 mq (0.0861 mmo1)<7)N,N- 
^fJb^^ATi K(lml)Ssii«C. h'JX^;UT$> 
0.03 ml&^O^^Jl^PP**^*^- h 0.0265 
ml (0.189 mo^m^. m&*C$5Bl»WLtc St&fS 
S£5C40£>*-3U7 ^ >*f§*K0.1 mVtrjjnxe 6CCSS"C 

K^tit^20^50.6mq (<U£)&/c. 
FAB-W> m/z 644 (M+1)* 
[0100] XKiffl21 ft£&21 

fL^1ftb(1# £¥3-26036) 59.7 mq (0.120 mmol)ON,N- 
v> ?-ib*A'AT i I* (1 ral)SStC. h yiM7 $ > 
0.03 ml*sJ:CfX^^^*-f V^7*- 1*0. 036ml (0.48 
0 nrool)£JJDx.. mfSl&W&Cfrlitc. &tt&m^X& 

ETKJSL ft&#?21*50.0 mq (62«»fe. 
FAB-MS m/z 672 (M+l)* 
[0101] HJgW22 (t^22 
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ft£&b(13 £¥3-26036) 29.4 mq (G.OS92 mmol)</)N,N- 
^WjUTa K(l ml)?gift£. h "J X*Jl/7 5 > 
0.025 ml^ct^^xr-Jb^nD^^-y^^^- h0.020S 
ml (0.143 rmiol)£jJ0A. gST l.S^faJgJ^ L/c 0 I* 

^Ut£15522£34.6mq (S4^)?#/c. 
FAB-MS m/z 700 04+1)' 

[0 1 02] £feffl23 <t£«?23 
ft£$b08&¥8-26036) 29.4 mq (0.0592 frmoD^J:^ 10 
-/V7Dt^7 $ >0.1 mUO*JeP922i[^ai(D^aT' 
ft£U&23?:21.6 mq (52%)f§/c 5 
FAB-MS m/z 700 (M+l)* 

[0 103]»ftM24 ft£fl»24 

{t£tfJb(i*& I PS-26036) 29.4 mq (0.0592 mmol)fcJ:tf 
n-^W;>0.1 mUO^Js^22<hl^«<D^?ir(t^ 
«524£41.0 mq (95*0&/c o 
FAB-MS m/z 728 (M+l)* 
[0 1 04] »e0«25 ft#fo25 

ft£#Jb(#&¥8-26036) 29.4 mq (0.0592 rmol)*?^ 20 

A 7 7*0,7 $ >o. utiiJ: 0SSB^22i[5jtto^rft 

t=r1*J25£3S.6 mq (90%)^. 
FAB-MS m/Z 72S (M+l)* 
[ 0 1 0 5 ] HSel*l26 ft^n?26 

ft£#Jb(1# £¥ 8-26036) 29.1 mq (0.0592 nnol)fcJ:tK 
tert-^^^T 5 >0.1mlJ: '0mmn22tmm<DJj&'Cit 
^2f>^40. 3 mq (94%)'f3fc. 
FAB-MS m/z 728 (Mil)' 
[0106] HMiPJ27 ft^K?27 
ft^b(1$£^S-26036) 29.4 mq (0.0592 imt>l)4oJ:CK 30 
A 7 7 $ ^7 $ >0.UnU 0 ^teP422<!:(£ntiCO^r'ft 
£?»27£40.1 mq (90%0fS/c. 
FAB-MS m/z 756 (M+l)* 

[o 1 07] mmmis it&&2s 

f t £1ftb08 ft¥ 8-26036) 29.4 mq (0.0592 ranol)fcJ:{/ 
^>^P-:>W^0.1 mU0JISEW22i|5l«O^S 
T'ft£1>j;!3£:45.5 mq (crude)f#/c fl 
FAB-MS m/z 752 (M+l)* 

[0108] £ttM29 ft£tt29 
ft£1$Ja(1#£3 I 3-26036) 53.1 mq (0.0914 mrool)fci:C>' 40 
X * J - iVT X >0.UbU 9 MriW20<b isjtto^rft 
£13f29£56.1 mq (ST^fS/c. 
FAB-MS m/z 704 (M+l)* 

(0 10 9] 5^30 ft£&30 

ft£tob(#£^S-26036) 29.4 mq (0.0592 mroDfeiO' 

&0#?£rft£1J!3O£32.6 mq (73S)fS/c„ 
FAB-MS ra/z 758 (M+l)' 
(Oil 0] Hte«31 ft£fl»l 

ft£15b(1J£TS-26036) 29.4 mq (0.0592 mmol)fcJ:C>* 50 



tiH2000- 1 6 9 47 9 
46 

7~ U >0.1 mU ? j^SSW22<!:|^a^J>^ia^-^%3l?: 
38.1 mq (84;o)ff/c 0 
rAB-MS m/z 768 (M+l)' 

[0 i 1 I ]«rcW32 ft£C*32 
(t^1SbCt$v^S-26036) 49.9 mq (0.100 mmol)fcJ;CF 
7 «J )V7 $ >0.i mU U^teffl22±f3tK)#£r ft 
&1&32&73.0 mq (lOQSOfVfc. 
rAB-MS m/z 776 (M+l)* 

[0112] «iS^33 ffc£&33 

ft£ftb(1££¥S-26036) 29.4 mq (0.0592 mmoDfcJX* 
40^5/ ^^iU7 $ >.*jgffi0.1 ml ctOI^SeW22i|5l^ 
#Srft£-£333£29.1 mq (73*)f#fco 

[01 13] FAB-MS m/z 672 (M+l)* 
'H-NMR (300 MHz, Or.tSO-4) S 2.03 (dd, 111, 3 = 5. 
l t 14.3 Hz), 2.15 (s, 310, 3.92 (s, 3H) , 4.89 (d, 
Ul, 3 = 17.5 Hz), 4.97 (d t 111, 3 = 17.5 llz),6.40 
(s, 1H), 7.13 (dd, 1H, 3 = 5.1, 7.2 Hz), 7.34 (m, 
Ul), 7.45 (m, Ufl, 7.S0-7.86 (m, 2H), 7.94 (d, 111, 

J = 2.0 Hz), 3.63 (S, 1H), 8.90 (d, Ul, 3 = 2.0 H 
z), 9.21 (s, HI), 9.26 (s, 1H). 

(0114) wm* itsm4 

ft^b(1?£-*p8-26036) 29.4 mq (0.0592 mmol)fei:o v ' 
l>S-*)\,7 l>0.1 ml£t)mtfoM22£\m&<DJj&V{t£ 
ft34£32.9 mq (76$0fil/c. 

[01 15] Fa\B-MS m/z 728 (M+l)* 
*H-NMR (300 MHz, nfcSO-4,) d 3.20-1.26 (m, ]2H), 
2.03 (dd, lh\ 3 = 4.7,13.8 Hz), 2.15 (s, 3H) , 3.79 
-3.83 (m, SH), 3.93 (s, 3H), 4.91 (d, 1H, 3= 17.5 

Hz), 4.98 (d, 1H, 3 = 17.5 Hz), 6.42 (S, 1H), 7.1 
2 (dd, 1H, 3 =4.7, 7.0 Hz), 7.35 (m, 1H) , 7.44 (m, 

1H), 7.80-7.86 (m, 2H), 7.90 (d, 1H, 3 = 2.0 Hz), 

8.62 (s, 1H), 8.89 (d, 1H, 3 = 2.0 Hz), 9.11 (s, 
1H), 9.18 (s, 1H). 

[0 11 6] HJ6W35 ft^35 

ft ^b(1? 1^8-26036) 29.4 mq (0.0592 mmol )*>,]:?>' 

^40.6 mq (9X%)Wc 0 
FAB-MS m/Z 752 (M+l)* 
[0 11 7]|5*SW36 {t£1?336 

ft£#*b<3#&¥S-26036) 29.4 ma (0.0592 mmol^JlL* 

t ^7 ^>o.i mU o i5teW22t Et£©#?£~e 

ft&13!36£32.7 mq (7X=S)(#/c« 
FAB-MS m/z 782 (M+l)* 

toil 8] ntams? it^mi 

ft£&b(1^FS-26036) 29.4 mq (0.0592 mmo1):fcJX v 

*Jl*y>o.i niJ:03IISH22iHa<D»Sr{fc^rt!i37 

£30.1 mq (67?0fg/c e 
FAB-MS m/z 756 (M+l)* 
[ON 9] *«g|5<I3S <t^!J538 

ft £$b(tt ^8-26036) 30.4 mq (0.0612 mmcj1)C0N.N- 



(25) 
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i>S ?)\,k)ll*7 ?. h (1 ml)i'gi#£ 4 F 'J ^ > 

0.030 ml&^O':? * ^klKin-khj*- h 0.0200 ml 
(0.160 romol)£ttl;i. S&X-^T^fmUc, 
ICisZO^l-Jir 5 >0.1 ra1^rfiDx.?6t<:Sar'2B# 

tf;Ut£W 383:29. 5 ma (67?o)(f/c„ 
TAB-MS m/z 720 04*1)' 

[0 1 20] '*SfiM39 ft£«139 
ft£%b08 £^3-26036) 30.4 mq (0.0612 mnol)** J: 
x £ y-;U7 ^ >0.3jnU *)WfcWlZtm\&G)-ft&'X:it 10 
^39^20.3 mq (49°t)ff /c„ 
FAB-MS m/z 672 (M.1)* 

[0121] ^Se^40 it&WlAO 

ft£fl3b(£ £¥3-26036) 30.4 mq (0.0612 nnol)fci:tf 

«340£21.5 mq (55*)f£/c. 
FAB-MS m/z 644 (M+l)* 

[0122] _3?JbM41 ffc£#541 
ffct^3bO££ : ¥-8-26036) 49. S mq (0.100 mraol)4d<tC; 
y;l/^';;U7^>0.i mUO^ftoilHjtt^ar'lt 20 
££?4l£67.4 roq (9«)8 fc„ 
FAB-MS m/z 744 (M+l)* 

[0123] 3?*ef**42 <t£«J42 

ft£tab(!££¥S-26036) 30.4 mq (0.0612 mmc>l):bJ;t>' 
is foT = >0.1 mU0 IMW38£Htt©2FffiTMt& 
CM2*2f>.7 mq (6850f£/<:. 
FAB-MS m/z 610 (Mil)* 
[0 I 2 4 ]«tfcM43 ftS0H3 
[t£#3b(1#£¥8-26036) 30.4 mq (0.0612 mmol)t>J:C/ 
^i^jUT = >0.1 mlJ:i3^W38<b^i<D^arit^ 30 
£?43£27. 5 mq (65^)f§/c. 
FAR -MS ra/z 696 (M»l)' 

[0125] mm™ <L^ii 

ft£ftbCl#&¥8-2G0Xg 30.4 mq (0.0612 nwol)iiJ;tf 
t^'Jy>fl.l mU0||teW38i|3)«O^ffir-ft& 2 ft44 
£31.5 mq (72%)??/c. 
FAB-K5 m/z 720 (M+l)* 
[0 1 26]HttiP<45 ft£*M5 

fb£^b(1$ £¥8-26030) 30.4 roq (0.0612 mmol)fcJ:t>' 
■til-* ! J >0.1 mU 9RJuP)38iratlOA*7i"Cft&tSl45 40 
4*23.6 mq (53°Of£/c. 
FAB-MS m/z 7J4 (M+l)* 
[0 127]3?tef^46 ft£#M6 

ft^1t5a( ! l$£¥8-26036) 50.0 mq (0.0861 mmol)0N.N- 
isJ ?)l*)U*7 I F(l ml)?g?£:<:. h V X^-JUT ^ > 
0.03 ralfcJrtf^O V-)l9a?4 K 0.0190 m1(0.19S m 

JbT ^ >*£ig0.1 rol£Jjfl*.c 65Clfflr**KJHff Lfc 

4*53:31.5 mq (SS5dff/c. 50 
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[01281 FAB-MS m/z 634 (M+l)* ~ - * — 

x W-\m (300 NMz, CMSO-d) 8 1.33-1.92 (m. 6H), 1. 
97 (dd, 1H, J = 4.9, 13.9 Hz), 2.13 (s, 3H), 3.92 
(s, 3H), 4.90 (d, 1H, 3 = 17.2 Hz), 4.93 (d.lH, 3 
= 17.2 Hz), 6.20 (m, lH) f 6.25 (m, 1H) , 6.33 (s, 1 
H), 6.77-6.S9 (m, 2H). 7.09 (dd, 1H, J = 5.0, 7.2 
Hz) , 7.63 (ra, 1H), 7.83 (d, 1H, 3 = 9.4 Hz), 7.87 
(d, 1H, 3 = 9.0 Hz), 7.99 (m, 1H), 8.51 (d f 1H, 3 
= 1.5 Hz), 8.61 (s, 1H), 9.14 (d, 1H, 3 - 1.3 Hz), 

10.10 (S, 1H), 10.12 (s, 1H). 

[0129] ££0)47 ft£«M7 

ft£ : foa(1#£¥S-26036) 50.0 mq (0.0861 mnol^Jrt* 
y^pyp/O^M-i^O^ h'0.0180 ml (0.193 
mmol)<t *)mfcW46tm&<Dli&X:it'&fy47$:A4.1 mq 
(81*)<I/c 0 

[ 0 l 3 0 ] FAB-MS m/z 634 (M+l)* 
'H-NMR (300 MIZ, CMSO-4) 8 0.78-0.87 (m, 8H), 1. 
80-1.92 (m, 2H), 1.96(dd, 111, 3 = 4.8, 13.9 Hz), 
2.12 (s, 3H), 3.91 (s, 311), 4.SS (d, JH, 3 =17.5 H 
z) t 4.95 (d, Ul, 3 = 17.5 Hz), 6.33 (S, 1H), 7.03 
(dd, Ul, 3 = 5.0, 6.3 Mz), 7.5S (m, 1H), 7.81 (d, 
1H, 3 = 8.3 Hz), 7.85 (d, HI, 3 = 9.2Hz), 7.87 (m, 

UO, 8.44 (d, 1H, 3 = 1.8 Hz), 8.59 (s, i»0. 9.11 

(d, UI.3 = 2.0 HZ), 10.30 (s, 111), 10.34 (s, 111). 

[0131] HS6W48 <fc£tt48 

<t^ad^£^S-26036) 50.0 mq (0.0S61 mmol)4oJ:C s 
y^^>^>M^:4i'U7^ K 0.02 30 ml (0.1S3 
mraoDJ: «J m^46t H«0^ft'Cf fc£UMS*47.1 mq 
(79^)f?/c. 

[0132] FAB-MS m/Z 690 (Mil)* 

l H-^ (300 mz, Cf.tSO-d.) ^ 1.73-1.93 (m, 16H) , 

2.32 (s, 3H), 2.82-2. 90(m, 2H) , 3.91 (s, 3H) , 4.89 
(d, 1H, 3 = 17.4 Hz), 4.96 (d, 1H, J = 17.4Hz), 

6.32 (s, 1H), 7.08 (dd, 1H. 3 = 5.0, 7.2 Hz), 7.60 
(m, TH), 7.80 (d, 1H, 3 = 9.0 Hz), 7.85 (d, 1H, 3 
= 9.4 Hz), 7.88 (m, 1H), 8.46 (d, 1H,3 = 2.0 Hz) , 
8.59 (S, 3H), 9.11 (d, 1H, 3 = 1.8 Hz), 9.98 (s, 

1H), 10.01 (s. 1H). 
[0133] nimM49 <fc£«H9 

ft^adS^S-26036) 50.0 mq (0.0861 BsnoDfciO" 
3-V^U^>^;U7'C3 \?yt~)l2V? A K0.0303 ml 

(0.193 mov&'o%fem4stm&om±xit^m4&4 

4.8 mq (70£)f#/c 8 
FAB-f4S m/z 746 (H^l)* 
[0 134] 3?fcFi50 ft^«950 

It^J^adf £¥8-26036) 50.0 mq (0.0861 nraol)** JX S 
i/t?0^^^tJ)V^^)V!?VL y 4 KO. 026S ml (0.198 
wnol)J:O^M46ira^OA-arft^itt50€:45.4 mq 

FAB-MS m/z 718 (M+l)* 
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10 13 5] *SgW51 (fcS«5i 
ft&*3Ja0f$£¥S-26O36) 50.0 mq (0.0961 mmol)fc<fctf 
7xirt/7-fe*JH>05-f FO.0262 ml (0.198 mrool)cfc 
s r*SeP«46i^l«^>^rarft^1555l%45.2 mq(72rc){f 
fc. 

TAB-MS ro/z 734 (M4l)* 
[0 13 6] *teM52 ft&1»52 
{t&fta(13£¥S-26036) 50.0 mq (0.0861 raroDfcJ:^ 
4-^ h^v^x^il/T-fe^JV^n^^ K0.0303 ml (0.1 
93 mmol)cty«SePl46i:Ha^)*ar(fc^1}!52%53.4 m 10 
q (/SSDff/c. 
FAB-MS m/z 794 (M+l)* 

[o 1 37] mmms3 ft £#553 

{t£flja(1$ £¥8-26036) 50.0 mq (0.0861 mrol)fcj:^ 
t KP^t-t^^^n^-f F0.G2S1 ml (0.139 nraol) 
J:0^S6M46tHttO*ffi-C{t^«!53*47.1 w| (72%) 
»fc. 

FAB-MS m/z 762 (M+l)* 

[o 1 3 81 mmmsA itsvw 

ittsVtaCft £¥8-26036) 50.0 mq (0.0861 mmol 20 
isls1-*4}\s>JXX^4 F33.9mq (0.203 mmol)J: *m*E 
W46iH«O^ar-ft^1Sl54*52.0 mq (SOftSfc. 
FAB-MS m/z 758 (M+i)* 
[0 139] 3gttffl55 ft £^55 
ft^ttafl* £¥8-26036) 50.0 mq (0.0861 fmDl)fcJ;C>' 
7i ^ + ^7tW^P7>/ F0.0274 ml (0.198 irniol) 
i:0Kt&M4fi<!:|S|&O^'C{fc^n55«S5.2 mq (84%) 

FAB-MS m/z 7G6 (Mil)' 

[0 14 0] gjftMSG ft&#956 30 
ft£^a(1#£¥ 8-26036) 50.0 mq (0.0861 otjdI )&<):£>' 
^l/isfoX^Z/Tiz+JlttU? A F0.0312 ml (0.198 m 
mDl)J:0^W46£P*|O^ST^a56^47.8 mq (7 
0£)}#/c o 

FAR-MS m/z 79-1 (MQ)' 

ft£1$!a(ft£¥8-26036) 50.0 mq (0.0861 mmol)*>\*:tf 
2-7D^^07^ Fo.0195 ml (0.198 nmol)<fc 0 £gtt 
P«46ipl«l0^r{t^57^4S.4 mq (825b)»fc. 
FAB-MS m/z 686 (M+l)* 40 
[0 14 2]|5St«5S ft £135 53 

ft&tta(# £¥8-26036) 50.0 mq (0.0861 mmol):b\J:tf 
2-f"^"7 x>T-l!fi^CJ7 Y P 0.0244 ml (0.198 mmo 
!)<£ yR«eW46i^fl|0»iirft^58«:4S.4mq (75%-) 
f#/c. 

FAB-MS m/z 746 (M+l)* 
(0 1 4 3] mm™ ft^59 
ft£#3a(ft£¥8-26036) 50.0 mq (0.0861 amol)J*J:tf 
^Oy ^l^D-; / K0.0274 ml (0.198 mmol) <t 9H$E 
W46<L[5Jt$0^i£rft^59r3S.3 mq (63 : o)'£fc. 50 
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FAB-MS m/z 706 (MU)* 

[0144) ^mMSQ ft£-«360 
ft£tta(1$£¥3-26036) 50.0 mq (0.0861 mmDl)te<fcO' 
Xilh \;)\"<)\>W? 4 F0.0247ml (0.139 rai)ol)J:0 
MePi|46£l^^0^ar'ft^fi96O^53.6 mq (S5S)f# 

FAB-KS m/z 734 (M+l)' 

[0145] *1SWI61 f t^ttei 
ft£tta(l$£¥S-26036) 50.0 raq (0.0861 imcl )&<££>' 
A 5 )Wn? Y F0.0251 ml (0.1S9 mmol)J:U3l 

teP)464ra*SO*a-C(fc^»6l«:5S.6 mq (8©)»fc. 
FAB-MS m/z 734 (M+l)* 

[oi46] mmimz f t£#>62 

it£taa(^£¥3-26036) 50.0 mq (0.0S61 0mol)te<£tK 
4-^^y/^;b^D7^ F0. 0354 ml (0.1S9 ninol) 
ct0^ief^46i(5j«O^r£r{t^«!62?:60.8 mq (86?Q 

FAB-MS m/z 818 (M+l)* 

[0147] mmme3 {tsmei 

ft£ ! fta(t#£¥S-26036) 50.0 mq (0.0S61 mmol)fect:c>' ' 
2-^a^>y7^^n7-/ F43.5 mq (0.198 rnnol)J; 
0S?ftM46iHa©*ffirftdtt63«:59.7 mq(805Qf3 

FAB-MS m/z 864 (M+l)* 

[oi48] nmiM It&to&l 

ft£?Sa(#-£¥S-26036) 50.0 mq (0.08151 imn1)&J:L* 
.vyo^>'/^^^P7^ F6.0262 ml (0.198 rimol) 
J:U^*S«4fi<!:R3a0^t?(t&tttVI*5S.7 mq (79*0 

FAR -MS m/z 864 (M+l)* 
[0149] S5J5W65 Yt&«65 

ft&&a(t$ £¥3-26036) 50.0 mq (0.0S61 mb\)&J:& 
A-'fO^^ls-/ J )l 2 O "7 4 F43.8 mq (0.200 mmol)J: 
0^teW4f>i(^«O^r-ST^t^05^60.9 mq(823#S 
fc. 

FAB-MS m/z 86-1 (M*l)* 
[0 1 50) 3|jfcl*)66 ft£#366 
<t£$a(1#£¥8-26036) 50.0 mq (0.0861 mmol):fc>J:c>' 
l-~VW<s\f<(>V>?Uv4 K0.025 ml (0.159 mnol) 
<t »J«IS«46£Bltt©S8fer<t^»»ft57.4 4nq(34^ 
fc. 

FAB-MS m/z 796 (M+l)* 
[0151] 3SI&W67 ft£&67 

ft£ttaOl# £¥8-26036) 50.0 mq (0.0361 mnol)&<J: C* 
ka^yVJfoZa? J F38.8 mq (0.209 mmol)J: 
0^^W46i(^«(D^ : £r'<t^67^49.7 mq(73?0» 
tc. 

FAB-H> m/z 796 (M+l)* 

[oi52] mmmes it&tm 

fL£ttii(iif£T 3-26036) 50.0 mq (0.0361 roul)fej:0' 
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4-~ hP-<>V T 4)\s5nv < F37.6 mq (0.203 mmol)J: 

fc. 

FA&-MS m/2 796 (M+l)* 
[01531 «JSffl69 f t£#*69 

{t£toa(4?£¥S-26036) 50.0 mq (0.0861 mmol)fej:0' 
t;l/h7^y -OU^n-7-r h'0.0282 ml (0.189 mmol)J: 
»J*ttW46iRltK)*ffir ft£«ie9* 58.1 mq(3S=©fS 

TAB-fctS m/2 766 (M+l)* 10 
[0 1 ft£&70 

ft&&a(**£¥S-2603Q 50.0 mq (0.0861 mmol)*S<tO' 
y^7-V^^P7-f F0.0278 ml (0.198 mmol)J:9 
KJfiP«46i|5lttOSat:ft^m70^47.1 mq (72%)fS 
fc. 

FAB-WS m/2 766 (M+l)* 
(0 15 5] Xtenn ft&4t971 

(t£fc3a(1*£ i F-8-26036) 50.0 mq (0.0861 mmol )*?££>' 
4-J.^K>yViW;P7'{ F0.0273 ml (0.189 rmiol) 
£*)mMn46t\mm<Dy5&Xit£Vl7±*:583 mq (89%) 20 

»fc. 

FAB-MS m/2 762 (M+l)* 
[0156] mm?2 ft£#872 

ft£filad#&¥ 8-26036) 50.0 mq (0.0861 (nmol)fci; C>' 
— a*; AhW^A KftBttt37.2 mq (0.209 mmol)J: 
0^SSI?<46ip!ttO^^rft&l»72?:38.1 mpCGSSOfS 
fc. 

FAB-MS m/2 708 (Mil)' 
[0157] XttM73 ltS«W73 l 
ft^ad$^8-26036) 50.0 mq (0.0861 mmol)fcJ:CX 30 
4 yr-ri^v-f j[/ ; ;P7-/ FJ&fitfS.37.1 mq (0.208 mmo 
1)J: 0^teW46i|^«O^i*r*ft^l»73^43.9mq (72%) 
»fc. 

FAB-MS m/2 70S (M+l)' 
[0 1 5 8] ££0174 <t64»74 
ft£ftaCt$ft¥8-2G03Q 50.0 mq (0.0861 mmnO&J: 
2-1*7 i>*7rt>#-il 9 U y A F 0.0212 ml (0.198 m 
mo1)J:0llte^46i[5lttCD^rMt^74^45.0 mq (7 
j?:)ff/:. FAB-MS m/z 718 (M + 

1 ) • 40 

[o \b9]mm75 tt&*75 

ffc£1Jja(# 5:^8-26036) 50.0 mq (0.0861 mnol)teJ:0' 
*5$S -f JH>D5 Y F0.0323 ml (0.189 mmol)J:0^ 
teW46tPlff0^if TftS**l75S:52.1 mq (SttOfgfc. 
FAB-MS m/2 750 (M+l)* 
[0 16 0] ^«e(5j76 (t£ft76 

ft£$Jb(1#5H 1 S-26Q36) 50.3 mq (0.101 ranol)ON.N- 
WfA'*AA7 5 F(l ml)(gjg:C. I- 'JxfilT ^ > 
0.03 mlfcctC^r yjU^no*^^- hO.Olol ml (0.19 
0mmol)?:ftJX.. Sar3D.V|8HH»l,fc. SloiS««C4iK 50 
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ft&&76e:59.4 mq (8$o)?ifc. 
[0161] rAB-MS m/z 666 (M+l)* 

l H-hWR (3G0MHZ, R&0-4) c) 1.95 (del, 1H, 3 4. 

9, 13.9 Hz). 2.12 (S, 3H), 3.91 (s, 3H) , 4.62-4.68 
(m, 4H), 4.87 (d, 1H, 3 = 17.7 Hz), 4.95 (d,lH, 3 
= 17.7 Hz), 5.23-5.29 (m t 2H) f 5.37-5.44 (m, 2H), 
5.96-6.10 (m, 2H) t 6.31 (s, 1H) , 7. OS (dd, 1H, 3 

= 4.9, 7.0 Hz), 7.49-5.56 (m, 2H) f 7.82 (d, 1H, 3 

= 8-8 Hz), 7.84 (d, Itf, 3 = S.8 Hz), 8.21 (m, 1H) , 
8.56 (5,1H), 9.16 (d, 3K, 3 = 2.0 H2) , 9.65 (s, 1 

H), 9.80 (s, Ul). 
[0 1 6 2 )mmW7 it&®77 

ft^a08-£ i F$-26O36) 50.0 mq (0.0861 imol)(DN,N- 
isJtf-frftfr&T I fa bDSSBK, h U j^;ut S > 
0.03 mlfcJlCF^VS'^nPslWkrf- h 0.0270 ml (0. 
189 mmol)4flQx k JSMBft l/fc. Jgfi3§^tC40 

ft£#577£50.9 mq (7^)f#/c 

[0163] FAB-MS m/z 766 (M+l)* 
1 H-NMR (300 MHz, DMSO-d*) 8 1.95 (del, 111, 3=4. 
8, 13.8 HZ), 2.11 (S, 311), 3.91 (s, 311), 4.83-4.96 

(m f 2H), 5.18 (S, 2H), 5.21 (s f 2H), 6.31 (s, 1 
H) , 7.08 (dd, 1H, 3 = 4.8, 7.3 Hz), 7.31-7. 5S (m, 
12H), 7.82 (d, 1H, 3 = 8.8 Hz), 7. Si (d, 1H, 3=9. 
0 Hz), 8.22 (m, 1H) , 8.55 (s, 1H), 9.lS(d, 1H, 3 = 

2.0 Hz) , 9.72 (S, 1H), 9.85 (s, 1H). 

[0164] #*fll *t£«9A 

5Al$+:JR(TT)7kffftSl.4g (60-65%. £}2.6 mmol)iC^^ 

c(1^DS63-2955S8) 551 mq (1.0 mmr>l)0) ^PD^Jl/A 
(12 mVmi&is£VSOm<&0 mq (2.6 innol)^:]!^ 

'J^A*rS?Si5o mi (iN)££>tf. ^un^ArtiSHi 

P7h^7 7 ^-(^UU*^A)rf§fSL, ffc^135d«:7 
50 mq (9350^/c. 
FAB-fJS m/z S04 (M+l)* 

[0165] (t^%d, 10.0 q (12 cnnol)4d «fcc/^** 
y^-U>-7* $>17.5 q (125 mnol)Oh [iyjl^O 

Smaoo m1)S»«rSi£T2B#ra^t-Lfc. JS^S^ 

£U ft^U5c^:5.73 q (65°0f#^ 
FAB-f.6 m/z 706 (M+l)' . 

[0166] ft|frrt5y$A(II)33 mq (0.15 mmal)CO 
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)l*7,y < >178 mq (0.58 rnrol)?:JlDX.. T^U^*>M^ 
T. ^iSr30&K«ai*Lfc. #£fL&t39e. 1.0 q (1.5 
rnnoDON.N-^y ?0U;|wUA7 S Kgj#4 ml, MJXf 
3t/7 a >1.0 ml (7.2 rmiol^Jr^-t'^Ut'U ^>0.5 
ml (0.46 umVZISlx.. 60*C?#$fmttUc'&. 

4«ETSi L/c. ^ >; £ ? A^nv^' 
77 .<-(^pp;);;UA/y £y-;u = 50/i)rf8jg 

L. ft£ttf£750 mq (75?=)ff^ B 
TAB-MS m/z 683 (M+l)* 

[0 I 6 7 Iffc^ttf. 750 mq (1.1 nrool)0^^y-^ 
/£PP*OUAO/i)ig?&40 ralvC. &mt<W£i- h V 
'>A42mq (1.1 mmol)£JJ0;t, *&T30#fellgl* Lfc. 

ju^^a^hv h y -(^na*AA/y 

= 99/l)-Cf|!i?U ft£ttq£620 mq (82»{S fc. 
FAB-MS m/z 685 (M+l)* 

[0168] ft^Jq. 620 mq (0.91 imol)<7)l,2-v 2 
P D X * >(9 ml)/y 3r y - * (1 ml)3t£jgS$:c ,5.1 
h U^A^ Urisf/ji ^y-Jl/?gffi0.2 ml (1 mmo 

D*»ix.. asrooflfMiSttLfc. jscwH^^tKcc^ 
KKvy^>^Ar$£itgL % muLrm 

W*S* b/c. ^ n p* H,A-y * y -H-T'JSH, 

(tL. {t£U?h*:450 mg(83%)f!f/c. 
FAR-Kfc m/z 601 (Mi 1)' 

[0169] ft^h, 90 mq (0.15 mmol)(D^Pa^;l/ 
A/> (5/l)?SijiG.O mlCC#>:7 T ->UUfc> 

K104 mq (0.45 mo1)4ftlX. % iQ^HrfittfLfc:. Jgio 

?§it?^<Ba^fij7k^^ h ^A*fSH5era?. ^pp* 
frL/d£. »rh 'J^atkisl. ig«8«:«ET3* 

L/c. g|?I^rf>'J*y^77 J 7A^Pvh^7 7 7-(^ 
PUWA/^yy-ji = 10/1)T?IS«U ft£^A£3 
7 mq (40%)fg/c o 

[0170] FAB-MS m/z 615 (M-l)' 
l H-tW (400 ttiz, CDCl,) S 2.20 (s, 3H). 2.65 (dd, 

1H, J = 4.6, 15.0 Hz). 3.33 (s. 3H). 3.49 (dd, 1 
H, J = 7.4. 15.0 Hz). 4.08 (s, 3H), 4.32-4.66(m, 4 
H) t 5.86 (s, 1H), 6.85 (dd, 1H, J = 4.6, 7.4 Hz), 
6.99 (d, 1H, J =16.1 Hz), 7.10 (m, Vi) , 7.34-7.36 
(m, 2H), 7.39 (dd. 1H, J = 0.5, 8.8 Hz), 7.5S-7.63 

(ra, 2H). 7.62 (d, 1H. 3 = 16.1 Hz), 7.72 (s, 1H) . 

7.80 (d.lH, J = 8.8 Hz), 8.57 (m, IK), 8.72 (s, 1 
H). 

[0171] #Sfl2 (t&ttB 

ft£$i. 2.51 q (4.11 mmol)0&{tV ^ U >i§«(200 
mOtCN.N-^^ yy'Ut:f\,X?)lT* >S.S ml (51 mmo 
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l)fc<fcC&* P P > * Jl-X *Jloc - T)l2 AS^i^>rrmo 

7"h y-5A*jgift"*ftlifc?S. ^Pn*il/A-caaSL, 
MHiifi€^iafifs*r-St!*L/c. 6a35t h 'J^ATgii 

L/cft. iSfiSS^SErsiL, »i(t^«j*yw7/» 

^nvh y 7 7 ^-(^nosMUA/^ £y-;l/ = 200/ 
D-CfSISL. ft^433i^:2.93 Q(9S»»fc. 
rAB-MS m/z 727 (M)* 

[0172] fL£4»t 2.93 q (4.03 imoD^fsffcy 
l/>/^^y-;u (3/i)?Sit5i60 mltcSBTL, 5.1 
h »J ^Ay h^i/KO.6 ml (3 mmol)^rflflX, 30ftnOg 

ttL/c. »ffl«*fiffl£tt*rSfc»LfctS. SsaS^^'J 

*>a-c?2^l. ^fig^®iTg£L/c xsa^u^y 
;b = ioo/i)"CfS»L. ftfitx h »; > 

aXCttL. ft^«3B*1.17 q (45%0<f/c o 

[0173] FAB-MS m/z 643 (M)* 
Mi-hM* (400 Mtz, OX1,) 5 1.30 (t, 6H, 3 = 7.1 H 
Z), 2.20 (s, 310. 2.41(dd, 1H, 3 = 4.9, 14.4 Ife)' ' 
3.32 (dd, 1H, 3 = 7.6, 14.4 Hz), 3. 728 (q, 211, 3 = 

7.1 Hz), 3.733 (q, 2H, 3 = 7.1 Hz), 4.08 (s, 110. 

4.10 (S, 3H), 4.81 (S, 2h0, 4.83 (s, 2H), 4.85 
(S, 4H), 4.91 (d, Ul, 3 = 16.8 Hz), 4.9S(d, 3 
= 16.8 Hz), 5.91 (s, 1H), 6.88 (dd, 1H, J = 4.9, 
7.6 H7), 7.42 (d, 1H, 3 = 8.3 Hz), 7.49 (m, 2H) , 
7. S3 (d, 1H, 3 = S.5 Hz), 7.90 (d,!H, .1 = 1.2 Hz) , 

9.18 (d, 3H, 3 = 3.0 Hz). 

[0174] #-^f*i3 f t^rttC 

(L^4Sk. 802.4 mq (1.52 mmol)C0^ft^ ^ U >^Jg(40 
ml)(C^7> y T-X;b^>g$6S0.5 mq (2.93 mol)*jJ: 
^'2_y h*Vx£y--rt/2.0 ml (25 nmol)^rtl^_. 

-Cl'BfBJgt^L/c. J5Co^it?^:j^l0^iS7K^7- h U A 
7kSSS4ftlx./c^ ^PP^-oUArllllfiSL/c. ^aB7g^: 

fiSfflfiiiTkra^L/cs, ^tbooAxfmo, m 

^77^(^PD^JlA/y^y-^ = ioo/3) Vinfl 
L. ft^ttC4200 mq (20%)f#/c o 

[0 17 5] FAB-I4S m/z 643 (M)* 
'H-hff^ (40-3 MHz, Qtlj) ^ 2.19 Cs. 3H) , 2.42 (dd + 

1H, J = 4.6, 14.3 Hz), 3.32 (dd. 1H, 3 = 7.2, 14. 
3 HZ), 3.41 (s, 3H). 3.43 (s, 3H) , 3.60-3.64(ro, 4 
H), 4.09 (S, 3H), 4.17 (hr s, 1H) , 4.77 (s, 2H) . 
4.80 (s, 2H), 4.89 (d. 1H, 3 = 16.6 Hz). 4.97 (d, 
1H, 3 = 16.6 Hz). 5.95 (br s, 1H) , 6.87(dd. 1H, 3 
= 4.6. 7.2 Hz). 7.43 (d, 1H. 3 = 8.5 Hz), 7.47 (m, 

1H), 7.53(d, 1H, 3 = 8.5 Hz), 7.85 (d, lh, 3=8. 
5 HZ), 7.91 (S, 1H), 9.10 (s, 1H). 

[0 1 7G) 
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i«fr£T*gE^£#l*.> 9 zaftig E9J*^4-AIffl5>J©iaiW 

rBWft7V— f--tXhj [0 17 7] 

E»$# i - AXeWOSW : frtt D N A [ RflHi I 

EWS-sf 2 - AIE&KOVm : 6SIEDNA * 
SEQUENCE LISTING 

<110> H*KK0 KCOf'O CO. , LTD. 

<L20> AN AGENT FOR INHIBITING XnVATION OF NF-/C B 

<130> K09-1331H1 

<L40> 

<141> 

<160> 4 

<L70> Pa tent In Ver. 2.0 
<210> 1 
<2Xt> 40 
<212> DMA 

<213> Artificial Sequence 
<220> 

<22J> Description of Artificial Sequence: Synthetic ONA 
<400> 1 

gagaqqqqaa attccqatta qctttcqqaa tttcccctct 40 
<210> 2 
<2JJ> 54 
<232> DMA 

<21X- Artificial Sequence 
<22te 

<223> Description of Artificial Sequence : Synthetic 
<400> 2 

tcqacaaata aaqcaataqc arcacaaatt tcacaaataa aqcatttttt tcaa 51 
<210> 3 
<211> 54 
<212> DMA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence .Synthetic DMA 
<400> 3 

tqcattoaaa aaaatacttt atttqtqaaa tttqtqatqc tattqcttta tttq 54 
<210> 4 
<2U> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic UNA 
<400> 4 

tqcattctaq ttqtqqtttq tccaaacacq aqcccqqqq 39 
<210> 5 
<2U> 39 
<2X2*> DNA 

<213^ Ar ti f icicil Sequence 



ofiSDN A 

oScDN A 



(30) " * 

57 

<220> 

<223> Description of Artificial Sequence rSynthetic DNA 
<400> 5 

qtacccccqa actcqaqttt qqacaaacca caactaqaa 
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39 



(51)Int.Cl/ 

A 6 i P 43/00 
A 6 1 K 31/553 



mum 



F I 

A 6 1 K 



31/00 
31/55 



64 3 D 
604 



7-TJ- V 



(72)»WS -fig 



(72}«W# ft* 

»HSWKffl«JRWT±»ii8S fSfflftfi? 

F 4C072 AA03 M06 MO 7 BB04 BB03 

CC02 CC11 CE09 FF16 GC07 
GG03 GG09 UU01 
4C0S6 AA01 AA02 AA03 CB22 W\01 

KK04 W\14 ZB01 ZBll ZB26 " " 
ZB33 ZC41 
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